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1, Juring the course of preparation of "X‘anlaxmt"'j at Arzneinittelwerleircsden {(AJD),
an atbonpt was made to prepare pure dlLLuO'{lﬂn The rescarch laberatory of Ul
A0 was successful in producing about 16 prame of this product in 1933, Therc
was considerable difficuliy in the preparation of the dijitoxin lLucause of a
'ulswxdpmt'mdmb of the descriptions of "pure® dijitoxin available in Dresden.

The dofinition of diritoxin in USP X3V stated that the glycoside nixture d.iQ the
ritoxin fraction shculd correspond to officlal requirements. One suthor {I'cChesney )
Tovnd 10.6 percent gitexin in one preparation analyzed. Furthernore, the recom-
wonded purity varied in different dvug tests. The USP XIV atated vhat difi ‘t.oxin,
or 2 mixture of hearbn.actz_w glycosides fron Digitalis purrurea, “wes pure whion it
songisted esaentislly of dipitoxin and gitosrd

2, In larch 1953, the following procedure was used to produse digitexine ,
-
4. The first part of the procedure was carricd out at the former ladaus plant”
on Gartenstrasse 19, Fifty kilograns of Ifolia Digilalis Qmuea were
racerated in cold water and allowed to stand for 2l hours, aiter filtration
the drug was again treated with cold water for the same lengih of‘ tine and
refiltered. The aqueous extract was discarded and the residuc extracten
three tines, each for two-day periods, with L5 percent methanol. & totz. of
500 kiloprems of methanol were used. The combined extracts weisbed L70
kilogravis.

. The mehbhanol extract was precipitated by adding six Iiters of 10 »ercent lead
acetate soluiion. During the addition of the lead acetate the mixture was
xept neutralized with ammonium hydroxide. The precipitsie was separated in
a fi.l er press, the residue washed by slurrying in LB nercé\t mathanol, and

2in filtered. The residue was discarded and the filtrate rotained.

‘S‘u’

¢ The combined filtrates were treated with 20 percent secondary sodiun phosphate
to remove lead. For this purpose about six liters of phosphate solution
were reguired. The lead phosphete was filtered off ond washed with L5 nercent
methanol before discarding. The filtrate and washings were corbined and
svancrated to a quantity of 360 kilegraas.
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0 noxt oporation wes oarriod out st she former Gehe & ¢ T g
Lelozigersirasse 7. Tho 250 Mlegram quombity s Murthor comeon
to 28 Illegrams, Tho tempersture was not roined sbove L5500, cund
thie oveporebion in order to nvedd destruetion of the dile
foawing cecurrad durings this step mo wsa soxrastal Ly tie o off m
anbifosy agont mede Trom s siiioc compound,  This arend wae ot ovaiiabla
in adequetc quantitics, oo 22tL aleokel was zice emiloyed ta po
fommi",’n

The nioxt step was carried out on & Lruoratory 8esie st the Hole
Inatitute of AVD et Stalingtyrease 17h, The aqueous concetrate, i
lots, was treated with solid sodim ehioride and cheden i © 50
chloroform. The squsoust recidue vus testod for slimnes of idyesside eony

and dlgemrded, The chlorofams extrict wms then treated soversl timen with

10 ce. of sodien carbonate and the carbonate solution discarded. The occasional
addition of 8olif sociuwm olilors de turin; this procest prevented the formation of
emaigione. The treatment with earbonzte soiutlon e aontimed wwil e

strons red layer £irst obtained becawme noloricss. The o : then
wuibad with wetor md the wobor wartiv e ddecardad,
;!eng Ariad over acdium sullate, Mltercd, snd consentyal,
5 0°C,

ehlarafcem
DounaEr aen

The concantrated ehioroform golution wao next fro :

vxternal cooling with ies was wppededs This ceused the pr e
arude yellow dirdtoxin, The grecimitete was PUtercd mud seshed
chroloum ether, Fifteon graves of erude dyeeaid s ®lth & glycesive

E 1
£ 13 percent, was obtainad from GO Rilorrsme of Toiia 1halis auy

st et boaow modo.
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